Significant finding
The B6.Nba2 congenic mice developed high levels of autoantibodies but only a small number developed lupus nephritis. However, offspring of the B6.Nba2 congenic mice crossed with NZW mice developed high levels of antibodies and severe lupus nephritis similar to NZB x NZW mice. Expression profiling of spleen cells of the B6.Nba2 mice showed only two differentially expressed genes, interferon-inducible genes Ifi202 and Ifi203. In B6.Nba2 mice, Ifi202 levels were higher whereas Ifi203 levels were lower than in controls. More importantly, both genes are located in the Nba2 interval. Quantitative PCR showed that Ifi202 transcripts are specifically increased in B cells and non T/non B cells of B6.Nba2 spleen cells.
Ifi202 and Ifi203 belong to the Ifi200 gene cluster. This family of genes encodes structurally related proteins that may be induced by interferons. These cytokines have been shown to enhance murine lupus and SLE. Increased Ifi202 expression inhibits cell proliferation. The authors suggest that inhibition of apoptosis of B cells, which showed increased levels of Ifi202, may be the underlying mechanism by which Ifi202 contributes to lupus susceptibility.
Taken together these results implicate Ifi202 as a candidate gene in murine lupus susceptibility. This offers potential insight to disease pathogenesis, in particular suggesting a potential pathway to disease expression through dysregulation of B-cell survival. An important proviso however is the necessity to now demonstrate similar involvement of this gene family in human SLE itself.
